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(54) PORTAL HYPERTENSION IMPROVER 

(57)Abstract 

PURPOSE: To obtain a medicine consisting of nitroglycerin pharmaceutical preparation having dermal 
administration form and capable of continuously improving portal hypertension without largely changing 
hepatic blood flow. 

CONSTITUTION: A dermal administration preparation of nitroglycerin used in remedy for cardiac 
infarction or angina pectoris is used as a long-term remedy for portal hypertension accompanied by 
cirrhosis of the lever. The preparation can be simply administered and exhibits prolonged portal 
hypertension improving action and used as ordinary use method. For example, in a commercial 
'Millisrol(R)' tape agent, the tape agent is applied to proper region (e.g. precordia) on skin surface of 
patient of portal hypertension. Though a well- known Vasopressin which is portal vein pressure 
depressing agent has strong side effects on circulatory organ, the aimed agent has no side effects. 



© h * a #&fr (jp) ©n&&m£M 
©tkm&ft&Wi (A) ¥3-279326 

W&m^ JtA&S#^ @&BB ¥E 3 ^(1991)12^100 

ABN 6971-4C 
3 4 1 7038- 4 C 

ABR 

Mil* *Sff$ 1 (£3JC) 



@# S ¥2-76796 

@{i5 H ¥2(1990) 3J3 28 B 

m&%wmi*mm ¥/£2¥2moa> mmxB^mitmm^mo rB*mm¥* 



m 


m 




m 










®m 


m 




a 






ft 




@» 


m 








ii 


ft 


1If59&:XS#mifci&i?OT2l45- 1 -208 


®m 


w 






* 






aw*A«*m«aj 3 -179- 3 -201 




m 


% 






ft 


& 


*ii5gmAS*mi3#!Bn497- 5 -6os 






% 




± 


ft 


m 


SKi^e*rUSPwarr360-29-303 


m 


w 


m 














m 


A 




m^S5^ftfflEm±£ 1 T g 1 1# 2 * 



©Int. a 5 

A 61 K 31/21 
9/70 
31/21 



0j? m m 

1 . 36 BJJ © £ ft 

nHE%*£3*fl 

2 . #*Fffl*©IEffl 

z n'm e 3t it s * # » 

3 . XfOfflttKQ 
C & * ± © ft Jfl «■ R ) 

C SE * © « ) 
n SR E R T SI t LtW4lf'<v7l/ ? 

■^S»fl(*WSflBS 56- 1 3338 1 irciO&JDT*)*. 
»<niREyC*ffi*&aE»tUT«ffl3nfc«l*<f^o 

t u , /<';?i/»i/yimi»i:»l. ID ft 
ffl *< % i« i v» ■? M e *< (J . $r tz tt X M © M IB i)< 



* b * $ n 8R e % m s * * m \z m r * . 

*J6W©niRE/tilSiS*MtUT«effl-C§-5 

>*<«flt««r*»»oH»T*n«»«ciMiii* 

«d i If #BBH356- 133381 *r£g? KM* 
ft 4 IS 2Sk V ( X li ) <t JW * "9 tt * S 14 tt » fc 

tr >) * 'j > s w « i r *< *> if * n 5 o J? * lv>hm 

t l/T 3im d Uft 5 — 30g/nf . * gs □ > x x -f 
;U © / <; -tr 'J >xxr;HHIttt£©«142i*IF-f 
*te*ft^ttl!8Kl2 ~12g/nf 7 ■< U Y >® B - 170 
(B*-tf*>) ^4f©5tt^gSKSt«BSft2~12 

g/of, » h 7 y >; > J: y 7 y > is w » v t* 

o tr * if © * fl: » » 3 - 18g/irf i h a / u t »J 
> 1^0.3 ~ 2 g/nf » * I, < litf/0. 5 - 1 . 5g/nf 
S 5 7- - 7 KM it h If h n 5 . C©*-?^*!^ 



-151- 



* <0 I 'm t L X am Kd> i ') X a - j\,<S> -f- - ( b 
( * ) US 58 ) tt t A< * if ■=> n * . 
*isw©ri»RE7i:jic«tnii. rj » e ;t ft & « 

IwiSttlffl-Fo/D'b'J V *< ft ft » C ft Hi * 
ft, J: -> T t> Jltt Zlfitfy 4 -241*111, ±E 

S3PI©«^ft4~15^IBISffi^tt«cnaREAii 

ft 3(5 C © J: o t£ ft $ i* IB! ft T , fro ft ft W tt n 
>irlftK$»ft£ffln*c:i:i::«fc9, ft ft ft ft «• 

fci osft^*5 ; t'i < , riKE5tii£8fttt 

C«ftb5*Cfcttft<feif6<'**T**. 
*ft9!©riftE7tSffi»#ft(4aft©i|lftS:5 

t I* pi br e % m s © *. * © ft it ffi © a a « » ft . 
«^Kfr»fti=Wftixi B2~3Htt?)ft*ftii 

J: o 



ft ft ft J: y * ft 

ft ft * n IZ ft ft ft SE 9! $ ft 1 4 A © ft ft (51 
10, * 4 ) fr*ft SElCftft L /c. ft#©¥$$ft 
14 60. 2± 6. 9 :f (TfttS, D. ) T -> „ ft ft ft 
© ft H 14 , TA3-4.8U, ffifcft14ffFiIftfr'8 
«T'*^/: 0 Pugh-Child ©JJ-ftl-iiftftCg 
S(4Aftfr7, Bft*<TT*->fc, Pugh-Child 
Of^^37H 6.5±1.4 (¥^±S.D.) t*o 

. ft S 14 ft ft ft ic 2 ft (C ft 0 ft If fc , BP S ft ft 
R7At-ho7'Jt'J >a^R7AT*5 t ft 
ftMttftK£T©ftftfr<j>Kftftft|8|ft*Sl*fc. 

- ft ft ft ft , ft ft (4 ft ft # - -T ;u ft i: ft ii 
£ n x & o t *. tz n & 2 it $ ft k o ft ft ft ft t ir 

!FiBIS*f-f^ (6-F) £ * * ft » ft fr e> 
SAlfc. -fcLTftttftftftE (PHVP) i ft ft ft 
»ftE(WHVP)*fttt*x-x;l/ft-C-a!l«U^. IF 
KftlRE^E (HVPC) l4WHVPfr £FHVP£ft L3I<^ 
T ft ft t, fc . & K , ftftSFftftftP^ftftlRAT 1 - 
•f A(5.5-P)*SarB»Ti:fTi\ nillRE(PP)£ 
Bft^ftu^. ;nt,<o*f-f AfPAtfflSii 



ffi »? IC ?f "3 fc 0 

If ft ft ft ft ft ( HBF) 14 A > V ■> 7 - > $L@mti 
STStU: ; Pmft i ft ft © ft ft ft © ft ft ft 
ft ft 14 -C V K •> T r. > r i> - > (o. 5mg/kg) © ft 
lal^-^Xi£ftft, 3, 6, 9, 12ft J: CM5# IC 
ft o fc. HBF I4Q/5J-/ER/ (1 -Ht) T ft ft 

') - > ® !tm 9 <) T 7 > X, BRI4 -f > K f T — > 
/'J - >©ft»ttftSft, * L T Ht 14 'v v h 9 »; 7 
(•T*5, ftftEi-Offitt (HR) I4{*tt£ftftft 
ftftftfll(B*3-';> % BP103N) Tftft Lfc„ 
T^ftftE (MAP) l4TE©*tiJftftLfc: 
MAP = (ft»fflE + ft«ftEx2) / 3 
SFRrtftffftftSt (HVR)i » ft Jill ft ft fit (SVR) 
(4'tn-e r n«T© t k-5i:ftftLfc : 
HVR = (HVPC/HBF) x 80 
SVR = C (MAP- FHVF)/HBP] x 80- HVR 
ft ft ft © SO £ *< ft £ ft ft ft ft ft 14 7 7 -t: 
©2*©^v>^f- , r ( - * tflOx 5 cm , ft $ 

80 « m) €• WW tr & $ , iho^y-eyyftftftj* 



2*©$ yxo-^Or-y ( — * fr 1 0 x 5 en T 
ft $ 80 0 , 5 nji 1 a jr 'J t U >*4t') *H 
b ft ir U te „ 

MAP , HRft «k tfPPI4 7 7 -t # * tz 14 ft ft £ ft 5 
ft 10. 20, 30, 40, 50ft «k tf60#IC, FHVP, WHVP 
ft J: If HBF 14 ft ft M ft 1 ft IB ft IC 95 £ U fc . 

ft ft ft ft 14 ft IE , *»Ef-^Xf i-f> 
h t - -fx h X , *fcffiB8ftft(4laIftftftftT'ft 

ft ft 

*ftttft<fcy ; l^ft1±Jliltfft!8irSli'-r - ho/ 
■J -t U > © ft ft 

ft © ft ffl 30^- ft fr <a PP*< fill (1.3 ±3.7 % 
ft -6. 6 ± 3. 8 96 , p < 0.001), * © ft ft <P A^ IC 
60^fti£ii* (-1.6 ±3.8 X ft - 15. 5± 4. 7 «, 
P < 0. 001 ) , m ^ K MAP © fST*< * o ( - 0. 
8 ±2.6 «ft-13.4±9.9 p < 0.005)» ft ft 

»IIKE4JK t> ftT L/c (-3.3 ± 13. 8% ft - 24. 4 
±10.7K, p< 0.005)„ C ft h ©fiTI4fr fr t> y> 



-152- 



► f, HBF I* K fl: L (0.1 ±8.6 HSt-1. 

4 ±13. OK) o HVR ffil**r*KffiT Lfc( -1.8 
± 17. 996 *f -23. 9± 5. 0 *5 . p< 0.001). S!iC. 
- h o 7 'J t 'J >R«OfiMIRECS^<ffl«0 
W S g a6 £ ft ^ . c ft b © IS * li , (a) 

(b) SfiSSIf TfflihDr'Jt'J >®n 

* 0 > (c)SKift#S«liff«3Et*^P^I!RR 
IHE©fiJB»l&*i6i:*-S C fc C i, £ 

I/:, 

Kt ±. £ 9! £ # «fc 9 C£5&9j©P18RE3tiiS- 
a#fflttFRiE*fls5nKJSJkE©ft»Wj&*JH 

(«««) 

*8t)U:X8ii C<- Jl? \,--f) log , 
Xf-;U#/sH)4g, «ttS*WUtt^te»ft4*IS 



: FTR -6100)4g *;J:y : *<l:l»±JP)i:Ur^f-;U 
t K d +• ^ h A x >0. lg£ n - * > 90g k b 

jv x > log *» * a * & it m m <¥ ic * # » « u fc . 

C © tt * JW £ •> ') s-VfilLtiK'Jif-^ 
aHMIKKJ:©^'; 3 - XaiBiiHSd** 32g/ 
nflSj:*J:iC*tftr«»l/fc. C © tt « S ± 
C , HDIL, t«g»ili3DtJB 

a*L/c*$80tf©'K';x5 ; L,>7'('^A©3D 
^fflgSB^SAO^-li-T. IIIfBftS'-K'Jxf l/> 
x - :/ «■ ffr . 

& 1: . z©.-K'Jx^l/>r-y©*Jllttt^^* 
Ltt^t-ttSSffiK**?; ■) -y Z3ifS.fr t-r 5 10 
H©xhD7- 'J -fc 8 g/irf ©«£?£{* 

I, , it % \Z * © Jb £ « $ 65 At © •> U = - > ffl S 

3 - V&Sffi-CfcHL, 40*CrKj 5 B S 
: i i: J: o t , TAUnjI^Uf l->7 

«■ - h a r y -t y >tt f-? ( x h a r y * y 

8 mg/100 of) £ ft*. 

m Vf- as « a B*<tKiac2t^a: 



-153- 



